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Date of Mailing 

(day/month/year) g Q flAY 2002 


Applicant's or agent's file reference 
0039S/512WO2 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 
PCT/USO 1/424 16 


International filing date 
(day /month/year) 

2S SEPTEMBER 2001 


Applicant 

NEW ENGLAND MEDICAL CENTER HOSPITALS, INC. 



The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
international search report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 



The applicant is hereby notified that no international search report will be established and that the declaration under 
Article I7(2)(a) to that efTect is transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with 
the applicant's request to forward the texts of both the protest and the decision thereon to the designated 
j j Offices. 

no decision has been made yet on the protest; the applicant will be notified as soon as. a decision is made. 
4. Further action (s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in rules 90 bis 1 and 90 bis 3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some OfFices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 
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Facsimile No. (703) 305-3230 


Authorized officer 
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PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
00S9S/512WO2 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION (Form PCT/ISA/220) as well as, where applicable, item 5 
below. 


International application No. 
PCT/US01/42416 


International filing date (day /month /year) 
28 SEPTEMBER 2001 


(Earliest) Priority Date (day /month/year) 
2S SEPTEMBER 2000 


Applicant 

NEW ENGLAND MEDICAL CENTER HOSPITALS, INC 



This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article IS. A copy is being transmitted to the International Bureau. 

3 ■ 

This international search report consists of a total of sheets. 

| X j It is also accompanied by a copy of each prior art document cited in this report. 



□ 



i. Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 

language in which it was filed, unless otherwise indicated under this item. 

□ the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

| | filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the 

| | the statement, that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished. 

| 1 Certain claims were found unsearchable (See Box I). 
3. [ | Unity of invention is lacking (See Box II). 
+. With regard to the title, 

| x| the text is approved as submitted by the applicant. 

j j the text has been established by this Authority to read as follows: 

5. With regard to the abstract, 

| | the text is approved as submitted by the applicant. 

j x| the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
Box III. The applicant may, within one month from the date of mailing of this international 
search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. \ 

[ | as suggested by the applicant. 
| X| because the applicant failed to suggest a figure. 
| | because this figure better characterizes the invention. 



| | None of the figures. 



Form PCT/ISA/210 (first sheet) (July 1998)* 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US01/+2416 



Box III TEXT OF THE ABSTRACT (Continuation of item 5 of the first sheet) 



The technical features mentioned in the abstract do not include a reference sign 
between parentheses (PCT Rule 8.1(d)). 

NEW ABSTRACT 

The present invention provides methods of identifying receptors having altered 
signaling. In particular, the present invention provides an assay for identification 
of receptors having alterations in ligand dependent or ligand independent signaling. 
Receptors having alterations in ligand dependent signaling that can be identified by 
the inventive method include hypersensitive or hyposensitive receptors and 
receptors having increased or decreased potency. The inventive method is also 
applicable to the identification of receptors having alterations in basal activity, for 
example, constitutively active receptors or receptors having silencing mutations. 
Further applications include the identification of polymorphic or mutant receptors 
having alterations in signaling and receptors having an altered drug response. 
Finally, the receptors identified are useful as tools for drug discovery. Figure (1) 
is a table of constitutively active Class I G protein-coupled receptors (SEQ ID 
NOS:2-75). 



Form PCT/ISA/210 (continuation of first sheet(2)) (Julj 1998)* 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/USO 1/424 16 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : Cl2Q 1/6S, 1/66, 1/00; AOlN 61/00, 37/lS; A6lK 3S/00 
IS CL : +35/6, S, 4; 5 14-/ 1, 2; 530/300 
According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 435/6, 8, 4; 514/1, 2; 530/SOO 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields 
searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAS: polymorphic receptor, cotransfecting, reporter construct, expression vector, promoter, g protein 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



A,P 



US 6,255,059 Bl (KLEIN et al) 03 July 2001, see entire document. 



1-36 



[ I Further documents are listed in the continuation of Box C. | | See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 

to be of particular relevance 

"E" earlier document published on or after the international filing date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 

means 

"P" document published prior to the international filing date bnt later 

than the priority date claimed 



T later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

"V document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is combined 
with one or more other such documents, such combination being 
obvious to a person skilled in the art 

"A" document member of the same patent family 



Date of the actual completion of the international search 
16 FEBRUARY 2002 


Date of mailing of the international search report 

SO MAY 2002 


Name and mailing address of the ISA/US 
Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


Authorized officer . . x -.. S )^ / 
LOUISE LEARY / 

/ 0 1 

Telephone No. (703) 308-1235 / ' 
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From the INTERNATIONAL SEARCHING AUTHORITY 



To: KAREN L. ELBING 

CLARK & ELBING LLP 
176 FE&ERAL STREET 
BOSTON. MASSACHUSETTS 02110-2214 
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PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Date of Mailing 
(day/month/year) 



Applicant's o r Sage n t' sJiie^xe.Cej-Anjcfi. t ... 
00S9S/512WOS 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 
PCT/ USO 1/424 16 



International filing date 
(day/mon th/year) 

28 SEPTEMBER 2001 



ACTION DUE Ctfh" <ri^ 
DUE DATE . "7 ^° 
INITIALS ^ <v\ 



Applicant 

NEW ENGLAND MEDICAL CENTER HOSPITALS, INC. 



. | x| The applicant hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
international search report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No.: (+1-22) 740.14.35 



ACTION DUE,,, , 

Dt JE DATE IS 1 <^,:.„Q,->~ 

For more detailed instructions, see the notes on the accompanying 



INITIALS. 



Q (A 



□ 
□ 



The applicant is hereby notified that no international search report will be established an<v4hat the declaration under 
Article I7(2)(a) to that effect is transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with 
the applicant's request to forward the texts of both the protest and the decision thereon to the designated 
j j Offices. 

, no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 
Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in rules 90 bis l and 90 bis 3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 





Name and mailing address of the ISA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


Authorized officer . / 
LOUISE LEARY ^ f7i A'.-L £.X. £<\ 

'/ i 

Telephone No. (703) 308-1235 L ' 


Form PCT/ISA/220 (July 199S)* 


(See notes on accompanying sheet) 



NOTES TO FORM PCT/1SA/220 



These Notes arc intended to give the basic instructions concerning (be filing of amendments under Ankle 19 The 
Notes arc based on the requirements of me Patent Cooperation Treaty and of Ibe Regulations and the Administrative 
Instructions under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable 
For more detailed information, see also the PCT Applicant "s Guide, a publication of WIPO. 

In these Notes, ~Axtick~, "Rule" and "Section" refer to the provisions of the PCT, the PCT Regulations tad the PCT 
Administrative Instructions, respectively. ' 1 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The apphVin t has, after having received the mternanooal search report, one opportunity to amend the daims oi the 
international application, k aboukf however be emphasised that, since all ptm of the international aoolkmiior, M^ST 
dcscripocoanddrswuu^)au^ p^^U^ ^ f^+fc ^^V^^nl 

ooaeodtofu^naMhDeatsortbed l°««t* where, the *>^^ 

for d*pirpoeea of province*^ puhHcauon. 
rui tb uiuo re, it ahouid be emphasized that provisional (protection ts available m some States only. 

What par* of the Utermatlonal appUcmtioai may be amended T 
Ibe daims only. 

Tbe description and the drawings may only be amended during utfemauooal rxdminary examination tnW 
Chapter IL 



Wheat Wimia2aaoo<hs £rcrn thecaUof trt*W 

date, wtkhevertime Emit expires later, t* -* — « — ihr Ttr amrtalmrm -win br mnilili nil 

as having been tece^ on t^ 

a^pUcaJMb time lush but before tbe oampa et ioo of the technical p rep a tuu o ua far — -t*»rii potjucauoo 



Warn not to file tbe amendments T 

The amendments may only be Gled with the International Bureau and not with the receiving Office or tbe 
International Searching Authority (Rule 46.2). 

Where a demand for intentional pcdmiraary rammation has been/a Gled, see below. 

How T Ether by canoellmf one ortn«e enfife H^im^ by adding ong or innw> n*w rimi*~ t» «-*»-^| H~ 
one or more of the clams as Gled. 



moat be submitted Cor each sboct of the cUima wmoh, on i 
from me sheet origasairy filed. 

All the claims appearing on a replacement sheet must be numbered m Arabic numerals. Where a da im is 
caocelkd, no renumbering of the cKber claims a required. Inall cues where daims ait renumbered, they must 
be renumbered conse cu tively (Administrative Instrucuons, Sectioo 205(b)). 



What document! aauat/aaay nccocapnny the amendments ? 

Utter (Section 205(b)): 

The amendments must be submitted with a letter. 

Tbe letter will not be published with the international application and the amended daims. It ahouid not be 
confounded with the "Statement under Artide 19(1)" (see below, under "Statement under Aftide 19(1)"). 
- The letter must indicate 4he differences -between the Hiimt unfiled tod tbe daims as amended, it must, in 

" piTriT^ar inrtiralrfr iim niTh niarl initii llniQ ll iii l i^ m ili m 1 

that identical indications concerning several daims may be grouped), whether 

(i) the daim is unchanged; 

(ii) the datm is cancelled; 

(iii) tbe daim is new; 

(iv) ibe daim replaces one or more claims u filed; 

(y) the daim is tbe result oi the divuioo o( a dsim ts filed. 



Notes to Form PCI7IS A/220 (first sheet) (July 1992) 



NOTES TO FORM PCT/ISA/220 (continued) 



The following t samples Illustrate the manner In which amendments must be expUlned In the 
accompanying letter?. ■ ■* * ' 

1. (Where originally there were 48 daims and after amendment of coax claims there arc Sip 
'Claims 1 to 29, 31, 32, 34, 35, 37 to 48 replaced by amended daims bearing the tame numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added * % 

2. [Where originally there were 15 claims and after amendment of all claims there are 1 1 j: 

Claims 1 to 15 replaced by amended claims 1 to 11." 

3. (Where originally there were 14 claims and the amendments consist in cancelling some datms and in adding 
new claims): * 
"Qaims 1 to 6 and 14 unchanged; daims 7 to 13 cancelled; iiew claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new datms 15, 16 and Padded; all C4her claims unchanged." 

4. (Where various loads of amendments are made]: 

L aaims MO unchanged; claims 11 to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by frm^ni 
datm 14; datm 17 subdivided into amended daims 15, 16 and 17; new dUims 20 and 21 added." 

"Statement under Article 19(1)" (Rnle 46.4) 

The am en dm en ts may be accompanied by a statement explaining the amrndmepts aj^ andtcatmg any mipact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)), 

The statement will be published with the intern* tiooal application and the H«fa— 

The statement should be brief, it should not exceed 500 words if in English or if omnslated into ^ ^f^ ' 

Ushc^rx* be confounded wi& and 

as filed and as ammdrrf. It must be CM on a separate sheet a " 



i separate sheet and most be Identified as such by a r*eadm*v 
pfetxrs^byusaogthewA)rds"Sute ' m 



ft should not contain say disparage* comments catte 

c on tai n e d fa »•» report. Itefagaoe an dt*im* i aeigvMt to ■ fkwi *i.Um r^mi^i u Uv+wnmi^rt «^srcb 
repor. may be made only in connection with an amendment of that datm. 



In what 

The arnrndmrittsmust be made in the language in which tbe tntemauonal application is published. The letter 
and any siatfmrnt acrnmnanying the amendments must be in the same language as the mternational application 
if that language b English or French; c*hcrwise, it must be in English or French, at the choice of the applicant 

. Coatseqsttnc* af a demand for mtervatioaai pceUrasnary exarataarioa has already bee* fifed ? 



If, at the time of Cling any amendments under Arude 19, a demand tot miernationjal i m 

has already been submitted, the applicant must preferably, at the tame tme of filing the i with the 

fatenMuooaJ Bureau, also (He a copy of such amendments with the international Prettmimry Fartmtning 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to traaalattoa of the faUrvadoeuU applicatioa for carry Into the aatJoaud phase ? 

Tbe applicant's attention a drawn to the fact that, where upon entry into the national phase, a translation of tbe 
daims as arnrnrird under Article 19 may have to be furnished to fee designs ted/dected Offices, instead of, or 
io addition to, tbe translation of tbe daims as filed. 

For further details oo the requirements of each deiifnaied/clecied Office, see Volume II of tbe PCTAppl team's 
Guide. 



Nous to Form PCI71S A/220 (secood ibect) (July 1992) 



